Multiple lines of evidence link biological, especially respiratory, findings to anxiety disorders (2, 3) and mood disorders (4) . Strategies that involve the use of respiratory challenge tests have been especially fruitful in generating hypotheses about PD (2, 5) and about groups without PD but with a high susceptibility to respiratory-induced panic attacks (3, 4) . The strength of Overbeek and colleagues' study (1) is the inclusion of comorbid PD and MDD as an independent variable. In our trial with a hyperventilation test in PD, MDD, and MDD with panic attacks, we differentiated PD and MDD patients with panic attacks from MDD patients and normal control subjects (3) . Our PD patients and control subjects reported similar symptoms, and we observed a similar heart rate, suggesting that PD patients perceive these symptoms to be more aversive, perhaps resulting in a greater likelihood of panic attack.
The issues related to the concept of comorbidity between mood and anxiety disorders are complex and not fully defined (3) . What is of concern from the biological point of view is the real possibility of a biological comorbidity that alters the pathogenesis of some syndromes so as to affect symptoms, diagnosis, and treatment. Investigations into the possible neurobiological abnormalities that might subserve the abnormal subjective response to these provocative agents are clearly worthwhile. One interesting observation from our data was the lower heart-rate response to the hyperventilating challenge test in the MDD group (3) . Perhaps this differential response could also be detected in a CO 2 challenge test. In our trial, all groups had an increase in heart rate, but the MDD patients had a significantly lower increase (3) . We speculated that, as the anxiety baseline levels were lower in the MDD group before the test, they tended to be less anxious and less responsive to the possible anxiety-inducing symptoms that could occur during the session, because they had never had a panic attack. The patients in the panic groups PD and MDD with panic attacks had a higher level of anticipatory anxiety, and perhaps they might be included in a subgroup of PD patients with a hyperactive response to respiratory tests. Recent studies investigating the complexity of respiratory physiology have revealed consistent irregularities in respiratory pattern, suggesting that these abnormalities may be a vulnerability factor to panic attacks (5) . The source of the high irregularity observed together with unpleasant respiratory sensations in PD patients is still unclear, and different underlying mechanisms might be hypothesized. Panic attacks could be the expression of primal emotion arising from an abnormal modulation of the respiratory or homeostatic functions (5) , and provocative tests observing other symptoms besides anxiety symptoms can bring more substantial data to comorbidity research.
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Reply: Experimental Affective Symptoms in Panic Disorder Patients
Dear Editor: We thank Dr Nardi for expressing his interest in our work. We are aware that the research of his team is within the same field of respiratory challenges in affective spectrum disorders, especially panic disorder (PD). Although Dr Nardi refers to results of a hyperventilation-provocation study (1) and we reported on the CO 2 challenge, there is a common factor between the 2 procedures: both provoke a disturbance in respiratory homeostasis. As Nardi himself points out, the crucial issue in PD may be a problem of general instability of (cardio) respiratory control mechanisms (2, 3) . If this assumption is correct, other interventions resulting in disturbed respiratory homeostasis, apart from CO 2 challenges, may help to reveal underlying vulnerabilities in PD, as suggested in the case of the hyperventilation-provocation paradigm.
Dr Nardi's letter underscores the need for further research in the field of comorbidity and the complex relations of psychiatric syndromes. The Nardi and others study of hyperventilation challenge in PD and MDD showed a comparable reaction of the PD and MDP (MD with panic attacks) group to the hyperventilation challenge (1).
Patients with MDP could be considered as suffering from a less severe variant of PD than patients with MDD plus full diagnostic PD, and therefore, their comparable reaction to a hyperventilation challenge (regarding both reactive panic attacks and heart-rate acceleration) points to a high susceptibility to respiratory challenges, which they have in common with full diagnostic PD patients. This is interesting because Nardi and others' MDP group consists of patients having MD with sporadic panic attacks, whereas in our study we included subjects with full diagnostic PD, either with or without full diagnostic MDD. The observation that a single symptom (sporadic panic attacks) suffices to alter the response to the hyperventilation challenge toward the line of response observed in subjects with the full syndrome suggests a common underlying biological susceptibility. Both studies illustrate that the presence of comorbidity modifies the outcome of a biological challenge.
Actually, the dependent variables in our study were the affective symptoms of anxiety, depression, and aggression, whereas the Nardi and others study focuses on the physiologic variable of heart rate. The results of both studies taken together call for a reappraisal of the use of respiratory challenges in affective disorders in general. As well, the scope of subjects under study could be extended to mood disorder patients and anxiety disorder patients. Also, a more comprehensive scope of dependent variables should be assessed in future studies, encompassing several biological, physiological, and psychological dimensions of negative affectivity. Thea Overbeek, MD, PhD Koen Schruers, MD, PhD Eric Griez, MA, MD, PhD Maastricht, the Netherlands
Re: Hemorrhages During Escitalopram-Venlafaxine-Mirtazapine Combination Treatment of Depression
Dear Editor: The publication of Dr Benazzi's case report (1) is somewhat worrying. Although the report does not suggest that the treatment in this case is routine or normal practice, the concluding statement that "clinicians should take care when combining several antidepressants that increase serotonin" appears to condone the treatment outlined in the paper. Apart from the fact that all treatment algorithms for resistant depression recommend lithium augmentation prior to combined antidepressants, which in most cases come well down the list of strategies, given the limited evidence base for this intervention, and putting aside the fact that, when recommended, the combination of antidepressants refers to 2 antidepressants, to add 2 antidepressants at once to an alreadyprescribed antidepressant is to court disaster. That nasal and rectal bleeding were the only consequences of this dangerous cocktail could be viewed as fortunate. What level of hemoglobin this patient bled down to is not revealed in the report, and it must be presumed that this was checked and was not of great concern. What is of concern is the risk that this report will encourage this sort of prescribing.
Reply: Hemorrhages During Escitalopram-Venlafaxine-Mirtazapine Combination Treatment of Depression
Dear Editor: I thank Dr Al-Adwani for his comments on the treatment of resistant depression, as the topic is a hot one. There are several guidelines on the treatment of depression, which should be distinguished as bipolar disorder I, bipolar disorder II, and major depressive (unipolar) disorder. Among these disorders, the treatment of bipolar II depression is the most understudied, even if bipolar II depression is at least as common as unipolar depression in nontertiary care outpatients (1, 2) . The several guidelines on the treatment of bipolar and unipolar depression follow different steps. What matters most is that these guidelines are the result of a consensus among academic experts, based on literature reviews and personal opinions, not on data from usual clinical practice. The result is that these guidelines are detached from real-world clinical practice (described as an "often irrelevant evidence base" for clinical practice; 3). Even if we rely on the evidence we can find in the literature, this is of little help; at most it may guide the choice of a second antidepressant when the first one has failed. I have been in clinical practice for 21 years with the National Health Service as part-time consultant and with my private outpatient practice. In this latter setting (which is also the setting of most of my studies), I have thousands of visits yearly. Patients often come to see me after the failure of 1 or 2 antidepressants. When lithium was more in fashion than today, in the 1980s and early 1990s, I used it to boost antidepressants, but the results were often negative. (This difference between literature evidence on the efficacy of lithium added to antidepressants and clinical practice evidence has been reported; see 3.) When some monotherapy trials of antidepressants fail in unipolar depression, most clinicians combine 2 antidepressants with different actions (for example, fluoxetine and desipramine), but this step may fail. Next, a combination of antidepressants with different mechanisms of action may also be tried. The steps I follow in the highly treatment-resistant unipolar depressions (which are different from the steps to be followed in bipolar II depression and in bipolar I depression) are the following: If I get some improvement with 1 full-dose antidepressant, I add a second one with different biological actions. If this combination works but depression still impairs functioning, I prefer to keep the advantage reached at this stage and to proceed by adding a third antidepressant. If I changed the first or the second antidepressant when I added the third one, I would run the risk of losing the improvement achieved with the first 2 antidepressants if the third antidepressant did not work. As these depressions continue for months, a deterioration of clinical status is very painful (and risky) for these patients. By carefully titrating dosages, I have rarely seen mild serotonin syndromes and mild cardiovascular side effects. When people have this painful (and suicidal) state of multiple antidepressant-resistant depression, I have to do what seems logical to me in the absence of research evidence available for clinical practice. If I wanted to stay on the safe side (legally), I could use 1 antidepressant after the other, taking years to try all of them! The hopelessness of a person living with a severe depression for many months is great, and the suicide risk is also high. As clinicians (not as researchers), it is our duty to save the lives of these people and to dare to go beyond the reassuring (but not based on clinical practice evidence) guidelines when we have to treat a severe, suicidal depression. ECT would be a useful step, of course, but it is not readily available in Italy.
